ABSTRACT: Enantiopure 3-carboxamide-1,4-benzodiazepin- 
In previous papers, we have reported the synthesis of a new 35 family of racemic 1,4-benzodiazepines from different Ugi/ 36 cyclization sequences 13 in which a new stereogenic center at the 37 C3-position was generated. Interestingly, unlike the 1,4-38 benzodiazepin-2-ones possessing a chiral center at the C3 39 carbon, where the conformational equilibrium was shifted 40 toward the conformer having the larger substituent in the 41 pseudoequatorial position, 14 the crystal X-ray analysis of our 42 1,4-benzodiazepin-5-ones 13a showed that the preferred con-43 formation for each enantiomer was that in which the 44 substituent in C3, the amide group derived from the isocyanide 45 component in the Ugi reaction, was pseudoaxially oriented, 46 probably because of a reduced steric hindrance between this 47 group and the N 4 -benzyl and C 2 -phenyl groups. 15 This, in turn, 48 restricts the conformational equilibrium in the diazepine ring, 49 and consequently, the 3S stereoisomers adopt an M-50 conformation and the 3R stereoisomers a P-conformation f1 51 ( Figure 1 ).
52
The different orientation of the larger substituent in our 1,4- Ugi/reduction cyclization sequence (Scheme 1).
102
The Ugi reaction was carried out in a similar way in both tautomer observed by NMR spectra of these Ugi adducts was The l(αS,3S):u(αS,3R) assigned on the basis of X-ray diffraction of major isomer of 7e.
e Identical ratio is obtained using (R)-α-methylbenzyl amine as chiral source (l(αR,3R):u(αR,3S)).
f Following the Staudinger/aza-Wittig methodology. 
